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Abstract 
Dendritic cells (DCs) are critical for the activation of naïve CD4+ T cells and are considered 
professional antigen presenting cells (APCs), as are macrophages and B cells. It has recently 
emerged that several innate type 2 immune cells such as basophils, mast cells, eosinophils and 
innate type 2 lymphocytes (ILC2) can also behave as APCs. Through surface expression or 
transfer of peptide-loaded MHC-II, expression of costimulatory and co-inhibitory molecules, 
as well as secretion of polarizing cytokines, these innate cells can extensively communicate 
with effector and regulatory CD4+ T cells. An exciting new concept is that the complementary 
tasks of these “amateur” APCs contributes to shaping and regulating adaptive immunity to 
allergens and helminths, often in collaboration with professional APCs.  
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Importance of antigen presentation in type 2 immunity  
In all mammals, cellular type 2 immunity is characterized by the tissue influx of eosinophils, 
mast cells (MCs), basophils and alternatively activated macrophages (AAMs), as well as 
by the remodelling of tissues with increased mucus-producing cells, increased contractility of 
smooth muscle cells, and ultimately fibrosis. This type of inflammation has been selected 
through evolution in defence to helminths, and stings or bites from snakes, insects and ticks. 
(Mukai et al., 2016; Palm et al., 2012). Excessive and misdirected type 2 inflammation to 
harmless environmental food and inhaled allergens is also typically seen in allergic diseases 
including asthma, rhinitis, atopic dermatitis, and eosinophilic oesophagitis, which are clearly 
on the rise in industrialized countries (Lambrecht and Hammad, 2017; Paul, 2010). Although 
innate immunity plays a predominant role in type 2 inflammation, adaptive Th2 CD4+ T cells 
play a crucial role in enforcing this type of response, through production of the type 2 
cytokines IL-4, IL-5, IL-9 and IL-13. Therefore, understanding the presentation of antigens 
and subsequent CD4+ T cell activation both at the naïve and memory T cell stage has 
important implications. It would not only allow us to better understand why and how allergies 
are increasing and often become chronic, but also identify ways to prevent allergic diseases, 
or allow better design of vaccines for long term protection against helminth infection. A 
professional antigen presenting cell (APC) has the ability to capture and process foreign 
antigens, and to deliver the three signals for T cell activation (peptide MHC-TCR, 
costimulation and polarizing cytokines). Additionally, for induction of primary immune 
responses the professional APC should be able to migrate to the draining lymph nodes, to 
efficiently activate those few recirculating naïve T cell clones that express ‘useful’ cognate 
antigen receptors (Kambayashi and Laufer, 2014). Although dendritic cells (DCs), 
macrophages and B cells are well known as professional APCs, other cells bearing MHC class 
II molecules could harbour antigen-presenting functions in type 2 immune responses; 
including basophils, mast cells, eosinophils, and type 2 innate lymphoid cells (ILC2). Due to 
poor antigen processing capacity in naïve hosts and tissue residency, it is unlikely that these 
cells have major capacities to prime naïve T cells. In the context of chronic type 2 
inflammation however these cells often become activated, armed with IgE molecules and 
might become very apt in presenting antigens to effector and long term memory CD4+ T cells 
in tissues and thus contribute to chronicity, remodelling and resolution of inflammation. Here, 
we review the experimental data available on the APC function of the various MHCII 
expressing cells in type 2 immunity.  
 
How do APCs induce type 2 immunity? 
Studies in mice have shown that type 2 stimuli such as chitin, helminths or allergens often 
first elicit a chemokine and cytokine response in barrier epithelial cells, within minutes after 
exposure. Chemokines such as eotaxin, CCL17 and CCL22 subsequently rapidly recruit 
eosinophils and ILC2s into the barrier tissue, while the stress-induced epithelial cytokines 
thymic stromal lymphopoietin (TSLP), interleukin-25 (IL-25) and IL-33 can activate IL-5 and 
IL-13 production in the recruited ILC2s, thus boosting eosinopoiesis and goblet cell 
metaplasia   (Hammad et al., 2009; Van Dyken et al., 2014; Van Dyken et al., 2016; Zaph et 
al., 2007). Concurrent with this innate response taking place in exposed tissues, APCs will 
also respond to the epithelial cytokines, will take up antigens and subsequently migrate to 
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lymph nodes or spleen to induce T cell activation and differentiation of naïve CD4+ T cells  
(Lambrecht and Hammad, 2012). The precise molecular interactions that lead to Th2 
polarization are still incompletely understood, despite years of intense research. DC activation 
in a type 2 environment is however not like direct pattern recognition receptor mediated 
activation, and does not elicit IL-12 production, one of the main cytokines driving the 
alternative Th1 fate. In mice and humans, some type 2 stimuli or endogenous type 2 mediators 
such as excretory-secretory (ES) products of helminths, prostanoids and cytokines even 
actively suppress IL-12 production in DCs in vitro and in vivo (Everts et al., 2012; Ito et al., 
2005; Massacand et al., 2009; Traidl-Hoffmann et al., 2005). Alternatively, the epithelial 
cytokines IL-1a, IL-33, TSLP and granulocyte-macrophage colony stimulating factor (GM-
CSF) are responsible for the Th2 programming of DCs, by suppressing IL-12 production and 
inducing expression of OX40L and Notch receptor ligands on DCs (de Kleer et al., 2016; 
Willart et al., 2012). Although these surface molecules can promote Th2 polarization, 
blockade in vivo of any of these pathways doesn’t necessarily affect Th2 polarization in all 
models studied (Chu et al., 2013; Tu et al., 2005). At the T cell level, Th2 differentiation starts 
with induction of a TCR driven activation of GATA3 transcription factor, and induction of 
STAT5 phosphorylation, triggered by IL-2, or TSLP (Zhang et al., 1997). Further 
commitment to the Th2 lineage, is greatly enhanced by STAT-6 phosphorylation in response 
to IL-4Ra triggering by the polarizing cytokine IL-4 (Shimoda et al., 1996).  Since this 
cytokine is not made by DCs themselves, a lot of effort has been placed in trying to elucidate 
the cellular source of the initial burst of IL-4 production. Innate basophils, eosinophils and 
ILC2s have all been proposed to provide this early source of IL-4 in trans, and the fact that 
these cells can be found in the T cell area early in an immune response makes this a possible 
scenario  (Ben-Sasson et al., 1990; Hammad et al., 2010; Sokol et al., 2008; van Rijt et al., 
2003). Antigens that lead to low dose MHCII-peptide display or low affinity ligands for TCR 
triggering, also tend to favour Th2 polarization. The potential of basophils and eosinophils to 
simultaneously produce IL-4 and to display low dose peptide-MHCII led some investigators 
to suggest that type 2 immune responses are preferentially and even exclusively induced by 
these non-professional APCs in vitro and in vivo(Perrigoue et al., 2009; Sokol et al., 2008; 
Sokol et al., 2009). 
Immune responses to allergens and helminths also lead to Bcl6-dependent IL-4 producing 
CD4+ T follicular helper cells (TFH) that stay in the lymphoid organs (Dell'Aringa and 
Reinhardt, 2018; Kobayashi et al., 2017; Krishnaswamy et al., 2017; Liang et al., 2012; 
Reinhardt et al., 2009). Antigen experienced B cells will, under the influence of IL-4 
producing TFH, undergo immunoglobulin (Ig) class switching to produce the type 2 
immunoglobulins IgE and IgG1. The production of antigen-specific IgE and IgG1 (in mice) 
are hallmarks of the humoral type 2 immune response (Talay et al., 2012).  In type 2 immune 
responses, antigen-specific IgE and IgG1 arms tissue MCs and circulating basophils so that 
these can degranulate immediately upon renewed encounter with the antigen and crosslinking 
of prebound antibodies by the antigen, thus causing an immediate hypersensitivity reaction 
(Galli and Tsai, 2012; Yamanishi et al., 2017). 
 
APCs in ongoing type 2 immunity  
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After a priming and proliferation phase in the draining lymph nodes, Th2 effector cells 
migrate back to the exposed tissues, to enforce ongoing innate immunity (Coquet et al., 2015; 
Harris et al., 2002; Shinkai et al., 2002; Van Dyken et al., 2016). Given the nature of the type 
of antigens that induce it (e.g. environmental ubiquitous allergens and tissue dwelling 
parasites that evade immune recognition), type 2 immunity often becomes chronic and 
localized to tissues, since the antigen is persistently present (Li et al., 2016a(Li et al., 2016a). 
Some of the Th2 cells will also adopt a phenotype of long lived tissue resident TRM cells, 
which can be restimulated months later and produce immediate cytokines in the periphery 
(Hondowicz et al., 2016; Lloyd and Harker, 2016). For immediate CD4+  effector T cell 
reactivation (van Rijt et al., 2005), as well as for setting up a niche for long term survival of 
CD4+  T cells, interactions with MHCII-positive APCs are needed, although the precise nature 
of these MHCII expressing cells has not been elucidated.  Given the fact that effector and 
memory T cells are less dependent on costimulatory molecules, are kept alive by low level 
TCR signalling, and reside in tissues rather than lymph nodes, any non-professional non-
migratory APC that expresses MHCII might suffice. 
Another major change that occurs in the antigen experienced host is the persistence of 
antigen-specific immunoglobulins, that can significantly alter the activation state of 
professional and non-professional APCs by binding to various activating or inhibitory Fc 
receptors (Guilliams et al., 2014). Antigen-specific IgE and IgG1 can bind to low and high 
affinity Fc receptors on mast cells, basophils, eosinophils, macrophages and DCs, and can be 
used to much more efficiently capture allergens for presentation to tissue dwelling effector or 
resident memory T cells. 
 
  
Professional antigen-presenting cells for type 2 immunity 
Studies in mice have shown that DCs are crucial for induction of type 2 immunity in naïve 
hosts. In particular, IRF4-expressing CD11b+ CD172+ type 2 conventional DCs (cDC2s) are 
necessary and sufficient to drive Th2 polarization in the skin, gut, and lung (Connor et al., 
2017; Deckers et al., 2017b; Gao et al., 2013; Hammad et al., 2010; Krishnaswamy et al., 
2017; Kumamoto et al., 2013; Phythian-Adams et al., 2010; Plantinga et al., 2013; Tussiwand 
et al., 2015; Williams et al., 2013). Type 2 immunity induced by cDC2s is heavily instructed 
by barrier epithelial cells. By their release of Th2 instructive cytokines including TSLP, GM-
CSF, IL-33, IL-1 and IL-25, and via induction of a type I interferon response, the barrier 
epithelial cells actively determine whether DCs respond or tolerate antigenic challenges and 
what type of immune response is induced (Connor et al., 2017; de Kleer et al., 2016; Deckers 
et al., 2017a; Hammad and Lambrecht, 2015; Lambrecht and Hammad, 2014). Age also 
determines the Th2 potential of cDC2.  In the neonatal period, mouse cDC2s express OX40L 
and produce little polarizing IL-12, which may help explain the bias towards type 2 immunity 
in this early period of life (de Kleer et al., 2016). The other type of conventional DCs, the 
IRF8-expressing cDC1 as well as plasmacytoid DCs seem to control tolerance to allergens 
and actively suppress Th2 responses, sometimes via induction of regulatory T cells (Tregs) 
(de Heer et al., 2004; Everts et al., 2016; Khare et al., 2013; Kuipers and Lambrecht, 2004; 
Lombardi et al., 2012; Semmrich et al., 2012)). In models of HDM driven asthma and 
immunity to the helminth H. polygyrus, generation of TFH responses in the lung draining 
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lymph nodes depend on IRF4-expressing cDC2 that also express CXCR5 an migrate to T-B 
cell border of lymph nodes (Krishnaswamy et al., 2017; Leon et al., 2012). In models of N. 
brasiliensis helminth infection and immunization with the Th2 adjuvant alum, IL-4+ TFH 
development was also shown to depend on Notch ligand expression by conventional DCs and 
T cell intrinsic Notch signalling, whereas Th2 development did not (Dell'Aringa and 
Reinhardt, 2018).  A big question in the field is whether subsets of cDC2s exist that would 
preferentially induce TFH over effector Th2 immune responses.  Recent data also suggest that 
the potential of cDC2s to induce pure Th2 immunity or a mixed Th2/Th17 type of response is 
tightly regulated by cell intrinsic mechanisms, including fine tuning of TLR signalling 
pathways and metabolic programming (Sinclair et al., 2017; Vroman et al., 2017).  
Understanding induction of such mixed Th2/Th17 responses is important, since this profile is 
often seen in steroid-resistant difficult-to-treat allergic diseases. 
B cells can induce Th2 and TFH responses in vitro and elicit help from CD4+ T cells in 
an MHC-II dependent manner, but using T cell antigen receptor (TCR) transgenic 1-DER 
mice that react to the type 2 antigen Der p 1 of the house dust mite Dermatophagoides 
pteronyssinus, little evidence for B cells  was found in driving primary Th2 differentiation in 
vivo (Dullaers et al., 2016).  However, there are some recent data to suggest that antigen 
presentation by B cells in the HDM model controls the rate of formation of T resident 
memory cells versus IL-4 producing TFH cells, since these are mutually exclusive cell fates for 
antitehn-reactive naïve T cells (Ballesteros-Tato et al., 2016; Hondowicz et al., 2016). Thus, 
mice lacking B cells had less TFH cells and an increase in TRM cells, explaining why B cell 
deficient mice had increased airway inflammation when challenged with HDM inhalation 
long after the priming period (Hondowicz et al., 2016).  However, further studies are 
warranted to better understand B-cell induction of Th2 cells in vivo. 
Macrophages capture large amounts of type 2 allergens and become M2 polarized in 
type 2 immune responses such as helminth infection and asthma in mouse and man (Girodet 
et al., 2016; Reece et al., 2006). In the lungs, clodronate based depletion systems have shown 
that alveolar macrophages can actively suppress DC and T cell activation, while interstitial 
macrophages can promote tolerance to inhaled ovalbumin antigen by inducing CD4+ Foxp3+ 
Tregs in a partially IL-10 dependent manner (Bedoret et al., 2009; Bilyk and Holt, 1993; 
Sabatel et al., 2017; Soroosh et al., 2013). Monocyte derived DCs (moDCs) are found in sites 
of type 2 inflammation and share characteristics of cDC2s (they can process and present 
antigens and are MHCIIhiCD11bhiCD11chi) as well as those of macrophages (they express 
CD64, are poorly migratory, and labelled by MafB lineage tracing) (Plantinga et al., 2013; 
Wu et al., 2016).  Given their poor migratory capacity, it is unlikely that lung macrophages or 
moDCs contribute strongly to priming Th2 responses in naïve hosts.  We have proposed that 
high dose HDM allergen exposure can lead to migratory moDCs that can promote allergen-
specific Th2 responses when adoptively transferred to naïve hosts (Plantinga et al., 2013), but 
the moDCs used were sorted based on expression of the marker MAR1, which could have led 
to co-purification of a small population of cDC2s. 
In ongoing and established type 2 inflammation, models of conditional depletion of 
CD11chi cells using diphtheria toxin in Cd11c-DTR transgenic mice have shown that cDCs 
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and/or moDCs are crucially needed for the effector Th2 response irrespective of effects on 
Th2 priming, and even in mice that have very chronic type 2 inflammation in the lungs (van 
Rijt et al., 2005; Van Rijt et al., 2004; van Rijt et al., 2011). Deletion of CD11b+ moDCs 
during ongoing type 2 immune responses in the lungs of Cd11b-DTR mice can abolish Th2 
cytokine production and allergic eosinophilic airway inflammation (Medoff et al., 2009).  
Monocyte derived DCs produce the chemokines that can attract Th2 cells back to the lungs, 
and provide MHCII and constimulatory molecules for incoming effector cells to increase their 
cytokine production within the lungs (Harris et al., 2002; Medoff et al., 2009; Van Rijt et al., 
2004).  Given the almost complete absence of Th2 priming or recall responses in mice devoid 
of DCs, these experiments have certainly thought us that DCs are professional APCs that are 
crucial during every phase of the adaptive type 2 immune response.   
Basophils as APCs 
In humans and mice, basophils are a scarce population of circulating blood leukocytes, that 
play non-redundant roles in Th2 immunity by secreting various inflammatory mediators such 
as histamine, platelet activating factor, proteoglycans and venom degrading proteases. A key 
activating event for basophils (and mast cells) is the cross-linking of the high-affinity IgE 
receptor (FcεRIα) by allergens or venoms (Schwartz et al., 2016; Yamanishi et al., 2017). In 
order to address the APC function of basophils, depleting MAR-1 (directed against FcεRIα) or 
Ba103 (directed against CD200R3) monoclonal antibodies, have been used in different mouse 
in vivo allergen-driven models of inflammatory disease, driven by antigens such as papain  
(Sokol et al., 2009), ovalbumin  (Yoshimoto et al., 2009), or Trichuris muris  (Perrigoue et al., 
2009). These studies reported basophils to be both necessary and sufficient to induce Th2 
immunity, presenting them as APCs and a potent source of early polarizing IL-4 (Perrigoue et 
al., 2009; Sokol et al., 2009; Yoshimoto et al., 2009). The idea of a type 2 inducing APC that 
can simultaneously produce polarizing IL-4 and present antigen was very attractive since it 
offered a long sought-after model that resembled the model of Th1 immunity, where the DC 
simultaneously presents antigen and produces Th1 polarizing IL-12.  However, later studies 
have shown that the antibodies used to deplete basophils can also target bona fide DCs, and 
thus the effects of basophil depletion on APC function could be explained by concomitant 
depletion of DCs (Hammad et al., 2010). Moreover, ex vivo isolated basophils from HDM-
challenged mice were only mildly able to present and process antigen, compared to FcεRIα+ 
DCs, and gene expression analysis revealed that there was little if any expression of proteins 
involved in antigen processing, making it unlikely they would be truly strong APCs (Hammad 
et al., 2010). However, in some mouse models, DCs alone were unable to skew T cells to a 
Th2 phenotype ex vivo and required additional help of basophils (Allenspach et al., 2008). 
This idea of collaboration between basophils and DCs was also recapitulated in a model of 
subcutaneous papain injection in the mouse, were the generation of reactive oxygen species 
and the subsequent activation of DCs was shown to promote basophil recruitment into the 
draining lymph node. Subsequently, basophils and DCs collaborated to promote Th2 
polarization (Tang et al., 2010). In a model of spontaneous development of type 2 immunity 
by skin-specific overexpression of TSLP in mice, dermal DCs induced IL-3 production by 
recently activated unpolarised CD4 T cells in an OX40L-dependent manner, which led to the 
recruitment of IL-4 producing basophils and the subsequent polarization of Th2 T cells, 
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suggesting that the collaboration between basophils and DCs requires a responding cognate T 
cell, but not necessarily pin-pointing the basophil as the presenting cell type (Leyva-Castillo 
et al., 2013).  Basophils have also been proposed to enhance antibody production in a model 
of bacterial infection in mice and particularly boost memory B cell responses via direct effects 
on B cells and indirect enhancement of T cell help for B cells (Denzel et al., 2008). However, 
whether basophils can boost TFH differentiation, and if this would occur in type 2 immune 
responses remains to be shown. 
Recently, genetic models to deplete basophils have become available, and these 
allowed for a more definitive assessment whether basophils are really required as APCs to 
generate adaptive Th2 immunity. Th2 cell polarization was found to be unaffected in 
genetically basophil-depleted Mcpt8Cre conditional knockout mice during primary infection 
with different helminths (Ohnmacht et al., 2010; Schwartz et al., 2014). Sensitization and 
challenge of Mcpt8Cre mice with Ovalbumin (OVA)-Alum and papain-OVA also showed 
normal expansion of Th2 responses, while genetically DC-depleted animals showed severely 
impaired responses (Kim et al., 2013b; Ohnmacht et al., 2010). Genetic depletion of basophils 
using Basoph8 x Rosa-DTA mice followed by footpad immunization with the parasite 
Schistosoma mansoni, also resulted in normal Th2 priming (Sullivan et al., 2011). Not only do 
these experiments question the role of the basophil as an APC for type 2 immunity, they even 
cast some doubts on the dogma that the basophil is an important bystander provider of the 
crucial polarizing IL-4 cytokine during initiation of type 2 immunity (Kim et al., 2013b; 
Sokol et al., 2008). 
Recently however, the idea of the basophil as an APC has been reignited. Although it 
was shown that basophils in mice and humans express little MHCII on their surface (Hammad 
et al., 2010),  bone-marrow cultured murine basophils generated in vitro using IL-3 and GM-
CSF, have been reported to substantially upregulate MHC-II on their surface, although these 
cells still showed little transcription of the corresponding MHC-II gene, and these cultures 
also lead to expansion of MHCII-positive DCs (Yamanishi et al., 2017). More in-depth cell 
biological analysis using co-culture experiments of wild type DCs and Mhc2-deficient 
basophils revealed transfer of MHC-II molecules from DCs to basophils in a contact-
dependent manner (Yamanishi et al., 2017). In vivo basophils were also found to display low 
levels of MHC-II on their cell surface, possibly acquired from DCs through trogocytosis 
(Miyake et al., 2017; Yoshimoto et al., 2009). Even in the absence of antigen processing, the 
cell surface display of peptide-loaded MHC-II  in these basophils was able to stimulate T cells 
(Miyake et al., 2017). Together, these data provide evidence that although basophils may not 
be directly involved in primary antigen presentation, they can modulate type-2 immune 
responses in a variety of ways, although the mechanisms by which this happens and the 
different outcomes need further in-depth study. 
 
Mast cells as APCs  
In contrast to basophils, mast cells (MCs) are considered to be more like tissue-resident cells, 
conveniently located in mucosal tissues were they are in close contact with the external 
environment. Murine and human MCs possess many APC characteristics, but the 
physiological importance of this feature in vivo is still debated (Galli and Gaudenzio, 2018). 
In mouse models of experimental autoimmune encephalomyelitis (Gregory et al., 2005) and 
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Leishmania major (Dudeck et al., 2011; Maurer et al., 2006) infection, MC-deficient mice 
have been shown to have defective CD4+ T cell responses. However, the antigen presenting 
capacity is very context dependent (Elieh Ali Komi and Grauwet, 2018; Galli et al., 2005; 
Kambayashi et al., 2009; Kambayashi and Laufer, 2014). For instance, freshly isolated mouse 
peritoneal cavity MCs and human skin MCs lacked MHC-II expression, although treatment 
with IL-4 and IFNγ or ligation of Notch receptors could activate MHC-II expression after in-
vitro culture (Frandji et al., 1996; Frandji et al., 1995; Galli and Gaudenzio, 2018; Gaudenzio 
et al., 2009; Lotfi-Emran et al., 2018; Nakano et al., 2012). MCs can also fine-tune human 
CD4+ T cell cytokine profiles via the induction of IFNγ and IL-22 production from circulating 
memory CD4+ T cells (Gaudenzio et al., 2013; Lotfi-Emran et al., 2018). After Toll like 
receptor TLR4-dependent activation, as well as after undergoing an FceRI-mediated 
degranulation process, human and mouse MCs upregulate other molecules associated with 
antigen presentation, such as the invariant chain (Ii) and the peptide exchanger HLA-DM, and 
thus become proficient at inducing autologous memory T cell activation (Kambayashi et al., 
2009; Lotfi-Emran et al., 2018). Together these data provide the notion that MHC-II 
expression on MCs may be regulated either by cell maturation in the tissue, or by the 
induction of MHC-II at specific anatomical locations via the expression of endogenous 
ligands. Since these cells our however poorly migratory to lymph nodes, and can poorly 
activate naïve T cells due to minor cos-stimulatory molecule expression, it is unlikely that 
they serve as APCs in the primary immune response. 
 
Just like basophils cooperate with DCs during the antigen presentation process, MCs 
and DCs join forces in type 2 immunity, by forming immunological synapses with each other. 
These dynamic interactions facilitate transfer of endosomal contents, including the transfer of 
antigen and membrane of activated MCs to DCs, resulting in the processing and presentation 
of transferred antigens and ultimately the activation of T cell responses (Carroll-Portillo et al., 
2015; Kambayashi et al., 2008). MCs certainly differ from professional APCs in being able to 
use different mast cell granule proteolytic pathways to process antigen, and it would be 
favourable for DCs to exploit these additional pathways to generate peptide ligands for MHC, 
as the peptides generated might lead to diversification of the TCR repertoire (Lotfi-Emran et 
al., 2018). In a model of dinitrofluorobenzene skin injection in mice, DCs demonstrate a 
scanning behaviour on stationary MCs, triggered by mast cell degranulation (Dudeck et al., 
2017). Prior depletion of skin DCs in these experiments led to reduced MHCII expression on 
mast cells, suggesting the transfer of MHCII from DC to MC, just like it occurs through 
trogocytosis between basophils and DCs, and to reduced antigen presentation to CD4 T cells.  
Moreover, long-term cultures of bone marrow-derived MCs in resting conditions showed that 
while MCs did not express MHC-II on their surface, they accumulated these in secretory 
vesicles  (Kambayashi et al., 2009; Raposo et al., 1997). Following IgE crosslinking, MCs 
have been reported to secrete MHCII+ exosomes that also express OX40L and promote 
development of Th2 responses, presumably after being taken up by DCs (Li et al., 2016b; 
Skokos et al., 2003). Finally, MCs can also indirectly help shape the nature of the adaptive 
immune response by promoting the migration of DCs to draining nodes in mice (Galli and 
Gaudenzio, 2018; Suto et al., 2006). In this regard MC-deficient mice might demonstrate 
defects in antigen presentation, that are not intrinsic to mast cells. 
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Together, it cannot be excluded that some MC populations may present antigen and 
activate naïve CD4+ T cells in vivo, although given their sessile nature it seems more likely 
that they preferentially activate and expand antigen-experienced T cells and Tregs in tissues 
(Kambayashi et al., 2009).  
 
Eosinophils as APCs  
Eosinophils constitute a primitive myeloid cell population historically viewed as effector cells 
in the defence against extracellular parasites (Rosenberg et al., 2013). Recent work, however, 
has extended our views on the role of eosinophils in homeostasis and in immunity. Indeed, 
under homeostatic conditions, mouse eosinophils can exert a variety of homeostatic functions, 
including control of metabolism, growth and involution of organs, and immunoregulation 
through suppression of DC activation (Jacobsen et al., 2012; Mesnil et al., 2016; Travers and 
Rothenberg, 2015; Weller and Spencer, 2017). It has been well established that during 
inflammation, eosinophils respond to signals provided by T cells and ILC2s (such as IL-5, 
GM-CSF and chemokines produced during allergic inflammation). Through different modes 
of secretion as well as eosinophil extracellular DNA trap formation, eosinophils release 
granules containing toxic cationic proteins and inflammatory mediators that can in turn, 
activate DCs and stromal cells (Rosenberg et al., 2013). Eosinophils also produce chemokines 
crucial for CD4+ Th2 cell recruitment (MacKenzie et al., 2001), and produce Th2 polarizing 
cytokines such as IL-4  (Gessner et al., 2005; Sabin et al., 1996).  
In models of allergy, helminth infection and IL-5 transgenic mice,  eosinophils, can 
express MHC-II and the co-stimulatory molecules CD80 and CD86, and can even migrate to 
the draining nodes of the lungs and peritoneum in a CCR7 and leukotriene C4 dependent 
manner (Wang et al., 2016; Wang et al., 2007). Whereas mouse intestinal and lymph node 
eosinophils constitutively express MHC class II (Shi et al., 2000; van Rijt et al., 2003; 
Xenakis et al., 2018), eosinophils in other microenvironments, such as in the blood or 
peritoneal cavity do not (Wang et al., 2007). It is known that eosinophils can also process 
antigens and stimulate primed CD4+ T cells in an antigen-dependent manner, resulting in T 
cell proliferation and cytokine production. Such eosinophils have been predominantly found 
in the T cell zones of the draining lymph node and to form clusters with antigen-specific T 
cells in mice, suggesting that they present antigen to naïve T cells, and at the same time 
provide polarizing IL-4 (Gessner et al., 2005; Wang et al., 2007). However, due to the low 
number of eosinophils in the draining lymph nodes, it is unclear if eosinophils in vivo are able 
to compete with professional APCs (van Rijt et al., 2003; Wang et al., 2007). Studies using 
MHC-II-deficient eosinophils have confirmed that the observed activation of T cells and the 
subsequent increased cytokine production, were MHC class II dependent (Padigel et al., 
2007). Experiments performed in strains of eosinophil-deficient mice have suggested that 
while eosinophils can augment allergic inflammation by regulating CCL17 and CCL22 
production and through their interactions with DCs  (Jacobsen et al., 2008; Jacobsen et al., 
2011; Spencer et al., 2009), they may play minor roles as antigen presenting cells  (Jacobsen 
et al., 2014).   
In summary, the APC potential of eosinophils seems minor compared with 
professional DCs, and highly context dependent. However, additional experiments 
 10 
investigating the precise role of MHC-II on eosinophils in vivo are eagerly awaited, using new 
tools to target gene expression in eosinophils, e.g. employing the eosinophil specific 
eosinophil peroxidase (Epx)-Cre mouse to delete MHCII expression.  An APC function might 
be a selective characteristic of particular subsets of immunoregulatory eosinophils, involved 
in the homeostatic functions of these cells in the lungs, gut or adipose tissue (Mesnil et al., 
2016). 
 
Innate lymphoid cells as APCs 
Recent evidence in models of gut helminth infection, lung allergy, and microbiome 
colonization models have implicated ILCs as central regulators of innate immunity, 
inflammation and repair at mucosal sites (Artis and Spits, 2015; Hepworth et al., 2013; 
Monticelli et al., 2016; Wang et al., 2017). In addition, all subsets of ILCs have been shown to 
also be present in adult human and mouse LNs and spleen, suggesting that these cells might 
migrate to T cell rich regions (Mackley et al., 2015).  
Several groups have demonstrated that some mouse ILCs in neonatal LN, adult LN, 
spleen, and the intestine express MHC-II and can present antigen to CD4+ T cells (Hepworth 
et al., 2013; Mebius et al., 1997; Oliphant et al., 2014; von Burg et al., 2015). Genome-wide 
transcriptional profiling of RORγT+ ILC3s has shown that these cells not only express 
MHCII structural components, but also express antigen processing machinery components, 
and can migrate to the T cell area of gut draining lymph nodes in a CCR7 dependent manner 
(Hepworth et al., 2013; Mackley et al., 2015). However, costimulatory molecules were 
minimally expressed by ILC3s and these cells were unable to induce CD4+ T cell proliferation 
in vitro (Hepworth et al., 2013). One striking observation however was that cell-specific 
deletion of MHCII in RORγT+ ILC3s lead to the dysregulation of commensal bacteria-
specific CD4+ T cells and the loss of intestinal barrier integrity in mice, suggesting that ILCs 
mainly acted as APCs for an immunoregulatory response (Hepworth et al., 2013).  
 Although the concept of ILC3s as non-professional APCs is gaining momentum, the 
evidence supporting an APC function of ILC2s is scarce. Since their discovery in the gut 
during helminth infections, ILC2s have also been found at other sites that harbour type-2 
immune responses such as the allergic lung and nose, and metabolically healthy fat tissues 
that also harbour Th2 cells and Treg cells (Halim et al., 2016; Moro et al., 2010; Neill et al., 
2010; Price et al., 2010).   ILC2s have been reported to maintain a dialogue with CD4+ T cells 
via expression of MHC-II (Hepworth et al., 2013; Mirchandani et al., 2014; Neill et al., 2010), 
aiding Th2 cell differentiation and function in allergic airway inflammation as well as after 
helminthic infection in mice (Halim et al., 2014; Mirchandani et al., 2014; Oliphant et al., 
2014). Furthermore, in vitro and in vivo experiments using OVA and the model antigen 
papain have shown that MHC-II+ ILC2s can induce Th2 cell differentiation in vitro from 
naïve CD4+ T cells, in an OX40L and IL-4 dependent manner (Drake et al., 2014).  In a 
model of Nippostrongylus brasiliensis infection and expulsion, mice lacking MHCII in ILC2s 
had defective expansion of CD4 Th2 cells, and the helminth failed to be expulsed from the gut 
(Drake et al., 2014; Oliphant et al., 2014). However, another group recently reported, using 
various mouse models of Th2-driven immunity (e.g. Nippostrongylus brasiliensis-infection 
and HDM induction) that priming of CD4+ T cells in the lymph node as well as CD4+ T cell 
terminal differentiation into Th2 cells, was independent of ILC2s, but rather, seemed to rely 
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on the exposure of CD4+ T cells to epithelial derived cytokines such as IL-33, IL-25, and 
TSLP in the local tissue microenvironment (Van Dyken et al., 2016). One aspect that needs 
further investigation is the expression of co-inhibitory receptor ligand PD-L1 by ILC2s.  
Although this is generally seen as a negative signal, interaction with the PD-1 receptor could 
exert an unexpected immunostimulatory effect on PD1+ CD4+ Th2 cells, deemed to be an 
important effector subset in type 2 immune responses (Coquet et al., 2015; Schwartz et al., 
2017). 
Like basophils and mast cells, ILC2s seem to also collaborate with DCs to regulate 
antigen presentation. ILC2s are a predominant source of OX40L, and ILC2-specific loss of 
OX40L, has been shown to lead to deficient induction of Th2 priming to allergens and 
helminths in mice, leading to failure to clear helminths (Halim et al., 2018). Additionally, 
adoptive transfer of ILC2s can potentiate Th2 responses in recipient mice, including an IL-13-
driven enhanced production of Th2 selective chemokine CCL17 by cDC2s relative to 
controls, and an increased migration of DCs to the draining lymph node T cell area (Halim et 
al., 2016; Kim et al., 2013a; Neill et al., 2010).   
Collectively, these data highlight the concept that ILCs can modulate Th2 responses, 
but additional work is needed to determine for instance, the in vivo antigen presenting 
capabilities of ILC2s, as well as MHC-II expression in these cells can modulate their intrinsic 
ability to either inhibit or enhance adaptive immune responses. 
  
Concluding Remarks 
In this review we have discussed professional APCs that can drive and maintain Th2 
immunity to allergens and helminths.  To make a clear difference between the accepted term 
“professional APC”, we suggest to use the term “amateur” APC to describe non-conventional 
cells bearing MHC class II proteins that can modulate immune responses initiated by DCs, 
rather than driving primary antigen presentation to naïve cells.  As the immune response is 
programmed by the timed expression and engagement of sets of costimulatory molecules, the 
production of cytokines, as well as antigen processing and migration, it is unlikely that many 
amateur APCs can replace cDC2s as master inducers of type 2 adaptive immunity. 
Nonetheless, antigen presentation by “amateur” APCs may be the mechanism by which these 
cells are able to maintain or modulate ongoing immune responses or to induce peripheral 
tolerance. The requirement of different “amateur” APCs is likely to be context dependent. 
Basophils, mast cells, and eosinophils are mostly implicated in perpetuating Th2 
inflammation, and they might do so by directly stimulating effector or tissue resident memory 
CD4+ T cells, in some cases only when these cells are armed with IgE on their surface. For 
some of these APCs, the expression or acquisition of MHC-II molecules could be used as a 
localization or survival signal for Th2 cells, such that they exert their function in close 
proximity of CD4+ T cells, and eliciting help from the latter. As more becomes known about 
the role of non-professional APCs, and we understand better the heterogeneity of cells in 
general, the contribution to adaptive immune responses in both mice and human tissues must 
be carefully considered. Further studies addressing the roles of these cells as antigen 
presenters are necessary, aiming to validate their role not only in the initiation but also in the 
maintenance of chronic immune responses. Unravelling these complexities and exploiting 
some of the tolerance inducing capacity of non-professional APCs could lead to disease 
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modifying strategies in type 2 inflammatory diseases. Now that more genetic tools are 
available to selectively knock out any gene of interest in basically all of the cells of the 
immune system, it will not be too long before we have definitive answers as to the relative 
contribution of MHC-II antigen presentation by various type 2 immune cells compared with 
professional APCs.  
Another giant leap will be to translate these findings to human studies. Recently 
however, a lot of new biologicals targeting key pathways in type 2 immunity such as anti-IgE, 
anti-IL5, anti-IL-5R, and anti-IL4Ra have become available for the treatment of severe 
asthma and chronic atopic dermatitis.  Other drugs targeting IL-33, TSLP and GM-CSF are in 
advanced phases of drug testing for these indications.  Since we are now profoundly 
interfering with type 2 immunity in patients, we need therefore urgently better understand 
how type 2 immunity is regulated in humans. Although these biologicals are mainly targeted 
at the various effector pathways of type 2 immunity (such as eosinophils, smooth muscle 
contraction, mucus production) we hope that this review has highlighted that they might also 
interfere with the antigen presenting functions of amateur and professional APCs, and in this 
way have a long lasting disease-modifying effect.  
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Figure 1.  
Allergen Presentation Leading to a Primary T helper Type 2 (Th2) Response in Mice and 
Humans. When inhaled allergens (Ag) reach the deeper parts of the lungs upon first antigen 
encounter (left), they can be taken up by conventional dendritic cells (cDCs) probing the 
mucosa, or by alveolar macrophages scavenging the allergen for destruction. Allergens are 
often good at eliciting a type 2 innate immune responses in barrier epithelial cells producing 
interleukin (IL)-33 and thymic stromal lymphopoietin (TSLP). These cytokines instruct cDC2s 
to become inducers of Th2 polarization (often suppressing IL-12 and inducing OX40L, not 
depicted). The same epithelial cytokines also boost the innate functions of type 2 innate 
lymphocytes (ILC2) and resident Th2 cells [in the absence of cognate MHC-T cell receptor 
(TCR) interactions], boosting DC migration via secretion of IL-13; mast cells (MCs) boost DC 
migration via the secretion of TNFα. cDC2s migrate via the afferent lymphatics to the draining 
nodes and interact with naïve T cells that extravasate from high endothelial venules (HEV). 
cDC2s induce clonal selection, arrest, and proliferation of antigen-reactive T cells. Some of 
these primed T cells also interact with B cells by presenting their cognate antigen, eliciting help 
via B cell immunoglobulin E (IgE) class switching, and promoting their differentiation into IL-
4-producing T follicular helper cells (TFH). The precise source of polarizing IL-4 for Th2 
differentiation is a matter of intense debate. It could derive from basophils, acquiring MHCII 
from DCs via trogocytosis, and interacting with T cells via peptide-MHCII complexes, while 
also releasing IL-4. Eosinophils also have an accessible IL4 locus, and can also interact with 
primed T cells in draining lymph nodes. It is unclear whether these eosinophils might 
communicate with naïve T cells or with recirculating T central memory (TCM) cells. The source 
of IL-4 might also be the naïve T cells themselves, producing IL-4 when DCs generate IL-12 
and express surface molecules, such as OX40-L and Notch ligands. 
 
Figure 2.  
Antigen Presentation during Ongoing T Helper Type 2 (Th2) Immunity in Mice and Humans. 
Upon repeated or ongoing contact with allergens, T cells that have been primed during the 
primary phase of the immune response now extravasate into tissues, facilitated by signals from 
basophils (BA) and other innate immune cells priming the vessel wall via interleukin (IL)-4 
and/or IL-13. Tissue-resident memory T cells (TRM) are sessile in tissues. These TEFF cells are 
restimulated primarily by CD11b+ CD172+ type 2 conventional dendritic cells (cDC2s) and 
monocyte-derived DCs (moDCs) harboring a non-migratory behavior (e.g., similar to 
macrophages). The precise nature of the antigen-presenting cell (APC) that presents antigen to 
TRM cells remains unknown. At this stage of the response, moDCs are also armed with Fc 
receptors for immunoglobulin (Ig)-E and IgG so that allergens are better recognized. The 
interstitial macrophages still act to suppress the response, either by scavenging the allergen or 
by boosting the formation of regulatory T cells (Tregs). Accumulating evidence suggests that, 
in sites of ongoing type 2 immunity, many type 2 innate immune cells, such as innate type 2 
lymphocytes (ILC2s), basophils, and eosinophils (EO), express MHCII, potentially leading to 
direct antigen presentation to Th2 cells. This could elicit help from Th2 cells for innate 
functions or the process might help Th2 cells to survive or modulate their function. As an 
eventual outcome, Th2 effector cells and innate immune cells produce massive amounts of IL-
4, IL-5, and IL-13, controlling many of the features of allergic airway inflammation, such as 
goblet cell metaplasia, tissue eosinophilia, and bronchial hyper-reactivity. 
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